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Please amend the. application as follows: 
In the claims : 

This listing of claims will replace all prior versions*. £hcT 
listings, of claims in the. application. 
1, (currently amended) 5 A compound of ..general Formula I 

R1 

Y^R3 (I > 
• R4 

or a pharmaceutical^ acceptable salt or solvate thereof, or a 

solvate of such a salt, 

wherein: 

Ri is selected from the group consisting of: 

C 2 -C 6 alkyl, substituted with one or more basic groups, 
wherein the conjugate acid of. said basic group has a pKa of:'; 

from 1 to 15; 

cycloalkyl, substituted with one or more basic groups> 
wherein the conjugate acid of said basic group has a ptea- pKa of- 
from 1 to 15; 

six-membered heterocyclyl-r domprioihg at leaot-ono nitrogen 
o - tom containing a single he'tefoatbm; which heteroatom is 
nitrogen , and substituted with : one* or .more basic groups, wherein;- 
the conjugate acid of said basic. gr Gup has a pi&t pKa of from 1 - : - 

to 15; v '; *•;;■" V " -/ 

hoterocyclyl, comprioihg. ^ hotciro atom ooleotc^ -;; 

from S or 0, and oubotiiEutod : with hone - o basic groups, - ? - ; . 

wherein the conjugate aci : d,bf. ; •pa'id basic group hag a pka of 

■ from 1 to 15; and aryl, substituted with one or more basic : 
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groups, wherein the conjugate' acid of said basic group has 

a pKa of from 1 to 15; 

R 2 is selected from the group consisting of H, methyl, aoyl y 

aoylamino, alkyl, alkylcarbajnoyl, allcylthio, alkoxy, aroyl^ . 

aroylamino, aryloxy, arylthio; ainidino, - aminos oryl> 

carbamoyl, carboxy, cyano, cycloalkyl, formyl, guanidino, 

halogen, hotcrocyclyl-/ - and ; hydroxy-? — e>xo, nitro^ thiol, - 

3a N - C0 - 0-, ZO CQ - NZ ^ / and ■ a^ r .CO^Ng ; 
R 3 is selected from the group consisting of COOR 5 , SO(OR s ),. SO3R5, 
P=0(OR 5 )2, B(0R 5 ) 2 , P-OR 5 <OR 5 ), tetrazole, and a carboxylic acid 
isostere; 

o o o 

R 4 represents a — P-Rg -group,"-*** ^^* Q H - group, or a group; ♦ 

R 5 is H, Ci-C 6 alkyl, or aryl; . . 

R 6 is Ci-C 6 alkyl, aryl, cycloalkyl, hotcfrooyclyl, or an 
optionally N-substituted 

H 2 N-C(Z)-CONH-C<Z)- or H 2 N-C(Z>- group ; 
io H or - ^ alkyl; 
X is selected from the group consisting of 0/ S> — — SQ^t 
C (Z) 2 , N(Z), NIUSQjf co^rci*; Nn»qo, arid coNru; 
Y is selected from the. group consis^ijag of 0# N(Z), 
£-7 — C ( - Z - hr y — and a single boft<3 O .and : "'S y. arid . 
Z is independently selected from tbe:- .giroup consisting of H, Co-G^ 
alkyl, aryl, cycloalkyl, ^d^Het^r^dyclyl [ [ , ] } 

with the proviooo (1) that whonr^X:^±0^0^:S, SO, SOa, N(S), NR^ S^ \ 
SQg NRi, or -NR 7 CQ,, then Y ■ i o C ( Z ) ■ ^ or ' d 1 g - in g 1 q bond and (2) whon-X 

y is a single bond, : ig v H, - - R^-is CG^H and R^-io CO ^Hr- 
th o n R± io not GH^ CH(QH)(1H 1, 2 ,4 triaeol 5 yl), 
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CK^CH(OIi) (1 trityl 1// 1, 2,1 triagbl 5 yl) , Gfts^HaNffe-^f 

— €Ha€H a ( 1 aminoanthra -9 , 10 - quinonc) - , 

2. (currently amended) The compound according to claim 1, or a 
pharmaceutical^ acceptable salt or solvate thereof, or a 
solvate of such a salt, 

wherein: .^".v.V* 
Ri is selected frbm the group consisting of: 

cycloalkyl, substituted with one or more basic groups, 
wherein the conjugate acid of said basic group has a f>fea pKa ofr 
from 1 to 15; and V' 

six-membered hetefocyclyl-r- comprioing at leaot one nitrogen 
atom containing a single heteroatom, which heteroatom is 
nitrogen , and substituted with one or more basic groups, wherein 
the conjugate acid of said basic group has a pte* pKa of from lV. 
to 15; afid 

hcte - rocyclyl - v — comprioing at Xcdst-onc hctoro atom oclccted 

from S or o> — and oubotitutcd with one or more basic - groups; - 
wherein the conjugate acid of oaid basic group has a pka - of- f - go tjfc 

io oclccted from the group consisting 6f H, G± Q alkyl, 
■ amino, halogen, — and hydroxy; 
R 3 is COOR 5 ; 




R 4 represents a — H~R S -group, 

O : . - ■;■ • : "" ' 

io II, C±~Gz alkyl, or .arylV ; ' - V '• 

ars^^-e^- allcyl , aryl, syqlp^ or an 

optionally N oubot'i^atftd ''"'-";!'.V 
ft ^N C(g) CONII C(g') — -oas^ft aN C(g) group; 
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Y is O or C (Z) 3 ; and . .f 

Z is independently H or Ci-C s alkyl.. 

3-26. (cancelled) 

27, (new) The compound according to. claim 1 or a 
pharmaceutical^ acceptable salt or solvate thereof, or a 
solvate of such a salt, 
wherein: 

R 6 is optionally substituted by one or more selected from the . 
group consisting of acyl, acylamino:, Ci-C 6 alkyl, alkyl carbamoyl; 
alkylthio, alkoxy, aroyl, aroylaminp, aryloxy, arylthio, 
amidino, amino, aryl, carbamoyl, carboxy, cyano, cycloalkyl, . v 
formyl, guanidino, halogen, hydroxy/ oxo, nitro, thio, Z2N-CO~0-, 
ZO-CO-NZ- and Z 2 N-C0-NZ-; 

in which said Cx-C* alkyl > ;.6yclpailcyl, and aryl are each 
optionally substituted by one or more selected from the 
group consisting of acyl, acylamino, Cj.~C 6 alkyl, 
alkyl carbamoyl, alkyl tliio, alkoxy, aroyl , aroylamino, 
aryloxy, aryl t hio / anddino, amino, aryl, carbamoyl, 
carboxy, cyano, cycloalkyl , fqrmyl , guanidino, halogen, 
hydroxy, oxo, nitro, thici/ ZsN-CO-O-, ZO-CO-NZ- and Z 2 M-C0- 
NZ- ; and 
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each Z, which is defined in claim 1, is independently and - \ 
optionally substituted by one or more selected from the 
group consisting of acyl,. acylOTtino, C x -C s ailtyl, 
alkylcarbamoyl , alkylthio, alkpxy, aroyl , aroylamino, 
aryloxy, arylthio, ami dino, amino, aryl, carbamoyl, 
carboxy, cyano, cycloalkyl, formyl,. guanidino, halogen, 
hydroxy, oxo, nitro, thio> Z 2 N-CO~0- , ZO-CO-NZ- and 
Z2N-CO-NZ-. 

28. {new) The compound according to claim 27 or a 
pharmaceutical^ acceptable salt or solvate thereof, or a 
solvate of such a salt, 
wherein: 

Re is optionally substituted by one or more selected from the 
group consisting of C^C* alkyl, aryl and ZO-CO-NZ- „ 

in which said C^C^ alkyl -and aryl are each optionally 
substituted by one or more selected from the group 
consisting of aryl, oxo and ZO-CO-NZ - , and 
each Z, which is defined in claim 1, is independently and 
optionally substituted by aryl: 

29. (new) A process for the. preparation of a compound according. ' 
to any one of claims 1, 2, 27 and 28, • = ' 

wherein R lf R 2 , R 4/ R 5 , R 6 , x and Z are as defined in claim 1, R 3 : 
is COOR 5 , and Y is O f 
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comprising the step of : 
reacting a compound of Formula XII/ 



(XII) 

wherein X, R x and R 2 are as defined in claim 1, with a compound - 
of Formula XIII, 

RbPO^ (X|j|) 

wherein R € is as defined in claim 1, in the presence of a 
coupling reagent under standard conditions. 

30. (new) A pharmaceutical formulation comprising a 
therapeutically effective amount of a compound according to any 
one of claims 1, 2, 27 and 28 as active ingredient in 
combination with a pharmaceutiqally acceptable adjuvant, 
diluent, or carrier. 

31. (new) A method for inhibiting carboxypeptidase U, comprising 
administering an effective amount. of a compound according to any 
one of claims 1, 2, 27 and 28. 



32. (new) A pharmaceutical formulat ion, compri sing: 

(i) a compound of Formula I as defined in any one of claims 1, 
2, 27 and 28, or a pharmaceutical ly acceptable salt or solvate 
thereof , or a solvate of such a salt ; and 

(ii) one or more antithrombotic agents with a different 
mechanism of action from that of component (i) , 



R1 

HO - COQH 
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in admixture with a pharmaceutical ly acceptable adjuvant, 
diluent, or carrier. 

33. (new) A method both for inhibiting carboxypeptidase U and for: 
achieving an antithrombotic effect via a different mechanism, 
which method comprises administering a therapeutically 
effective total amount of: 

(i) a compound as defined in any one of claims 1, 2, 27 and 28, 
or a pharmaceutical^ acceptable salt ot solvate thereof, or -a 
solvate of such a salt, in admixture with a pharmaceutical ly 
acceptable adjuvant, diluent or carrier; and 

(ii) one or more antithrombotic agents with a different 
mechanism of action from that of component (i) , in admixture/; 
with a pharmaceutical ly acceptable adjuvant, diluent, or 
carrier. 

34. (new) A method both for inhibiting carboxypeptidase U and : 
for achieving an antithrombotic effect via a different 
mechanism, which method comprises administering the formulation 
according to claim 32. 

35. (new) The compound according to. any one of claims 1, 2, 27 

and 28, wherein the basic group is selected from the group 
consisting of amino, amidinO/ and gualnidino. 

36. (new) The process according to claim 2:9, wherein the 

coupling reagent is selected. ^ firc?m the: group consisting of: " 
(i) dicyclohexylcarbodiimldje amino 
pyridine (DMAP) ; 

( i i ) (benzctriazol-l-yloxy) tripyrrolldinophasphonium 
hexaf luorophosphate (PyBop)/ diisopropylethyl amine (DIPEA) ; 
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and 

(iii) SOCl 2 . ■ \ 

37. (new) The formulation according to . claim 32, wherein the 

antithrombotic agent with a different^ mechanism of act ion/*': 
is selected from the group consisting of an antiplatelet 
agent, thromboxane receptor inhibitor, synthetase 
inhibitor, fibrinogen receptor antagonist, prostacyclin 
mimetic, phosphodiesterase inhibitor, and an ADP-receptor 
(P 2 T> antagonist. 

38. (new) The method according -to claim 33, wherein the 
antithrombotic agent with a different mechanism of action is 
selected from the group consisting of an antiplatelet agent, 
thromboxane receptor inhibitor/ synthetase inhibitor, fibrinogen 
receptor antagonist, prostacyclin mimetic,: phosphodiesterase • 
inhibitor, and an ADP-receptor (P 2 T> antagonist. 

39. (new> A method for treatment of thrombosis and 
hypercoagulability, comprising administering to a patient in 
need of such treatment ah effective '-. amount of a compound 
according to any one of claims 1, 2/27 and 28. 
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